This schematic illustrates sex differences in corticotropin-releasing factor receptor (CRFr) function. CRFr coupling to the GTP-binding protein, G s is greater in the female compared to the male neuron, an effect that can result in increased cellular signaling in response to stress in females. In the male neuron (right) stress induces CRFr association with b-arrestin2 and subsequent receptor internalization into endosomes (yellow). Internalized receptors can be trafficked back the membrane or degraded in multivesicular bodies (shown in purple). Stress-induced association of CRFr with b-arrestin2 and internalization is compromised in females, suggesting a decreased ability to adapt to high levels of CRF, as are hypothesized to be secreted in depression. For more information on this topic, please refer to the article by Bangasser et al. on pages 896-904.
